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DETAILED ACTION 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Any rejection or objection not reiterated in this Action is withdrawn. 

Sequence rules compliance 

The replies filed 1 1/5/08 and 2/5/09 have overcome the objections to the 
drawings regarding compliance with sequence rules. 

Allowable Subject Matter 

SEQ ID NO: 8 is free of the prior art searched. 
Claims 1, 27 and 45 are allowed. 

Claim Objections 

Claims 2, 6, 12, 13 and 31-36 are objected to under 37 CFR 1 .75 as being a 
substantial duplicate of claim 1 . When two claims in an application are duplicates or 
else are so close in content that they both cover the same thing, despite a slight 
difference in wording, it is proper after allowing one claim to object to the other as being 
a substantial duplicate of the allowed claim. See MPEP § 706.03(k). 

Specifically, claim 2 recites that the nucleic acid of claim 1 (SEQ ID NO: 8) is an 
antagonist of the GHSR la receptor system, while claim 6 recites that SEQ ID NO: 8 
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specifically binds L-ghrelin, but neither of these claims recite any limitations that provide 
a structural difference between the sequence of claim 1 and that of claims 2 and 6. 

Claims 12, 13 and 31-36 are duplicates of claim 1 for a similar reason. Although 
these claims recite Kd values for the nucleic acid of claim 1 under different salt 
conditions, these Kd values do not add structural limitations to the claimed sequence. 
Because claim 1 recites a particular sequence, the claimed Kd values are assumed In 
the absence of evidence to the contrary to be a physical characteristic inherent to this 
sequence. 

Claims 3, 4, 9-1 1 , 26 and 30 are objected to because they depend from a 
duplicate claim, but it is noted that they do further define SEQ ID NO: 8 and would be 
allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

Claims 14 and 37-41 are objected to under 37 CFR 1 .75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. Each of 
these claims depends ultimately from claim 6 and recites that the nucleic acid of claim 6 
has a variety of lengths ranging from 15-150 to 30-50. However, claim 6 has been 
limited to SEQ ID NO: 8, which comprises 47 nucleotides, therefore the claims reciting 
lengths shorter than 47 nucleotides broaden rather than limit the independent claim. 

Election/Restrictions 

Claims 1, 27 and 45 are directed to an allowable product. Pursuant to the 
procedures set forth in MPEP § 821 .04(B), claims 16-18, 20-22, 24, 25 and 29, directed 
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to the process of making or using an allowable product, previously withdrawn from 
consideration as a result of a restriction requirement, are hereby rejoined and fully 
examined for patentability under 37 CFR 1 .104. 

Because all claims previously withdrawn from consideration under 37 CFR 1 .142 
have been rejoined, the restriction requirement as set forth in the Office action 
mailed on January 24, 2007 is hereby withdrawn. In view of the withdrawal of the 
restriction requirement as to the rejoined inventions, applicant(s) are advised that if any 
claim presented in a continuation or divisional application is anticipated by, or includes 
all the limitations of, a claim that is allowable in the present application, such claim may 
be subject to provisional statutory and/or nonstatutory double patenting rejections over 
the claims of the instant application. Once the restriction requirement is withdrawn, the 
provisions of 35 U.S.C. 121 are no longer applicable. See In re Ziegler, 443 F.2d 121 1 , 
1 21 5, 1 70 USPQ 1 29, 1 31 -32 (CCPA 1 971 ). See also MPEP § 804.01 . 



New Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 16-18, 20-22 and 29 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 16 is directed to a method of in vitro selection that is used to make the 
nucleic acid of claim 6. In view of the limitation of claim 6 to SEQ ID NO: 8, this claim is 



Application/Control Number: 10/522,582 Page 5 

Art Unit: 1635 

indefinite because it does not contain a limitation specifying how performing these 
selection steps results in production of SEQ ID NO: 8. Claims 17 and 18 are indefinite 
for the same reason due to their dependence from claim 16. 

Claim 20 recites the limitation "the L-nucleic acid of claim 6" in line. There is 
insufficient antecedent basis for this limitation in the claim because claim 6 is not limited 
to L-nucleic acids. Claims 21 and 22 are indefinite for the same reason due to their 
dependence from claim 20. 

Claim 29 is directed to a method for screening for a ghrelin antagonist comprising 
the steps of providing a candidate antagonist and the claimed nucleic acid (SEQ ID NO: 
8), providing a test system that provides a signal in the presence of a ghrelin antagonist, 
and determining whether the candidate compound is a ghrelin antagonist. The metes 
and bounds of the claim cannot be determined because the relationship of the four 
elements of the claim is not clearly set forth. Step c recites a test system that provides 
a signal in the presence of a ghrelin antagonist, however, such antagonists are always 
present because SEQ ID NO: 8 is claimed as a ghrelin antagonist. Therefore even 
when the candidate is not a ghrelin antagonist, the system will provide a signal. 
Additionally, while steps a and b require both a candidate antagonist and a known 
antagonist, indicating that step d may embrace an assay of competitive binding, the 
purpose of the known antagonist of step b is not specified. In view of the lack of 
specified relationship between the known antagonist of step b and what assays are 
embraced by step d, the purpose of the known antagonist is not known. 
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The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification sliall contain a written description of tlie invention, and of tlie manner and process of 
malting and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 24 and 25 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The following factors as enumerated In re Wands, 858 F.2d 731 , 737, 8 USPQ2d 
1400, 1404 (Fed. Cir. 1988), are considered when making a determination that a 
disclosure is not enabling: the breadth of the claims, the nature of the invention, the 
state of the prior art, the level of ordinary skill in the art, the level of predictability in the 
art, the amount of direction provided by the inventor, the existence of working examples 
and the quantity of experimentation needed to make the invention based on the content 
of the disclosure. 

The claims are directed to methods of treating disorders such as obesity, tumors, 
and cardiovascular disease by administering SEQ ID NO: 8 to a subject. It is noted that 
claim 24 is actually directed to treatment of a disorder "comprising" ghrelin. This phrase 
has been interpreted as a method of treating disorders caused by ghrelin. 

The specification teaches in the context of a discussion of the prior art that 
ghrelin directly stimulates the release of growth hormone from the pituitary gland and 
ghrelin administration in rats resulted in weight gain as a consequence of changes in 
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energy intake and/or fuel utilization. The specification further teaches that ghrelin is 
expressed in a number of neuroendocrine tumors and that injections of ghrelin into 
healthy individuals increased cardiac output and decreased blood pressure. 

In the working examples, the specification discloses (see examples 11 and 12) 
that an anti-ghrelln spelgelmer inhibited the effects of exogenous ghrelin on growth 
hormone release and appetite stimulation in rodents. However, in experiments without 
exogenous ghrelin administration (see examples 8-10) the effects of anti-ghrelin 
speigelmers were not significantly different from control animals. 

No working examples are directed to treatment of any disease. The specification 
contemplates that ghrelin antagonists can be used to treat other conditions but provides 
no specific description of such treatment; the discussion of the prior art indicates that a 
correlation exists between ghrelin expression and pancreatic and tumor cells and 
cardiovascular activity, but neither the specification nor the prior art teach that this 
relationship is more than a correlation and do not teach that inhibiting ghrelin actually 
has any therapeutic effect on these conditions. 

While the prior art provides some indication that ghrelin is involved in appetite 
control, ghrelin has not been used to treat any disease and the reference of Sun et al. 
(Molecular and Cellular Biology 2003), published shortly after the time of filing, provides 
evidence that antagonism of ghrelin will not provide a treatment for obesity. Sun et al. 
teach that while pharmacological studies show that ghrelin stimulates growth hormone 
release, appetite, and fat deposition, its role in energy homeostasis has not been 
established. Sun et al. produce ghrelin-null mice that, in contrast to predictions made 
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from the pharmacology of ghrelin, are characterized by size, food intake and body 
composition indistinguishable from wild-type littermates. Sun et al. teach that ghrelin is 
not likely to be a direct regulator of leptin and insulin and conclude that antagonists of 
ghrelin are unlikely to have broad utility as antiobesity agents. 

In view of the modest effect on food intake observed in the working examples, in 
order to perform the claimed method of treating obesity, the skilled artisan would have 
to engage in undue trial and error experimentation to determine what ghrelin 
antagonists might have a therapeutic effect on obesity. Because the specification and 
the prior art fail to show a nexus between inhibition of ghrelin activity and treatment of 
any disease, the skilled artisan would have to perform undue, trial and error 
experimentation to determine what diseases and conditions could be treated using the 
claimed nucleic acid sequence. Therefore the claims are not enabled. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 

CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tracy Vivlemore whose telephone number Is 571-272- 
2914. The examiner can normally be reached on Mon-Fri 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz, can be reached on 571-272-0763. The central FAX 
Number Is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
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also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 

Tracy Vivlemore 
Primary Examiner 
Art Unit 1635 

/Tracy Vivlemore/ 

Primary Examiner, Art Unit 1635 



